What is claimed is: 

1. AcWo""^°*^'^®*°'''^"'^' 
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v1 — 



Zp\— Zi 




/(CH2)nC0R'' 



10 



15 



wlierein 

is a 5-9 limbered monocyclic or 7-12 membered 
polycyclic heterocycl\of the formula 

containing at least one nitr\en atom and 0 to 5 heteroatoms or 
groups selected from 0, N, \s02 or CO; optionally saturated or 
unsaturated; optionally substikd by one or more selected from 
the group consisting of hydroxyWl. alkoxy, alkoxy-alkyl. thioalkyl. 
haloalkyi, cyano, amino. alkylamiV,. halogen, acylam.no, 
sulfonamide and -COR wherein RUydroxy. alkoxy. alkyi or ammo; 



25 



or 



is 



wherein is selected from the group consistifb of N-R^ O, and S; 
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or 



15 



or 



r2 is selecteii from the group consisting of H; all<yl; aryl; liydroxy; 
alkoxy; cyano-yikenyl; alkynyl; amido; alkylcarbonyl; arylcarbonyl; 
alkoxycarbonylVryloxycarbonyl; haloalkylcarbonyl; haloalkoxy- 
carbonyl; alkylthi^carbonyl; arylthiocarbonyl; acyloxymethoxy- 
carbonyl; 

r2 taken together wiflo forms a 4-12 membered dinitrogen 
containing heterocycleyoptionally substituted with one or more 
substituent selected froifi the group consisting of lower alkyi, 
thioalkyi, alkylamino, hydrtDxy, keto, alkoxy, halo, phenyl, amino, 
carboxyl or carboxyl ester, Imd fused phenyl; 

r2 taken together with R^ forn^a 4-12 membered heterocycle 
containing one or more heteroatom selected from O, N and S 
optionally unsaturated; 

r2 taken together with R^ forms a 5\nembered heteroaromatic ring 
fused with a aryl or heteroaryl ring; 



□ 



20 



25 



or 



30 



R^ (when not taken together with R^) arid R^ are independently 
selected from the group consisting of H; felkyl; aikenyl; alkynyl; 
aralkyi; amino; alkylamino; hydroxy; a\ko^, arylamino; amido, 
alkylcarbonyl, arylcarbonyl; alkoxycarbonyX aryloxy; aryloxycarbonyl; 
haloalkylcarbonyl; haloalkoxycarbonyl; alkylViiocarbonyl; 
arylthiocarbonyl; acyloxymethoxycarbonyl; cycloalkyi; bicycloalkyi; 
aryl; acyl; benzoyl; 

NR'' and R^ taken together form a 4-12 membersd mononitrogen 
containing monocyclic or bicyclic ring optionally sCjbstituted with one 
or more substituent selected from lower alkyI, carbWl derivatives, 
aryl or hydroxy and wherein said ring contains 0-1 heteroatom, 
selected from the group consisting of O, N and S; 
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or 



\ 

'5 



A is R 

wherein is selected fro\ the group consisting of alkyI; cycloalkyi; 
bicycloalkyi; aryl; monocyclloyheterocycles; 

Zi is selected from the group col^sisting of CH2, O, CH2O, NH, CO, 
S, SO, CH(OH) and SO2; 

Z2 is a 1-5 carbon linker optionally c()lotaining one or more 
heteroatom selected from the group c^sisting of O, S and N; 
alternatively Zi - Z2 may further contain icarboxamide, sulfone, 
sulfonamide, alkenyl, alkynyl, or acyl grouV wherein the carbon and 
nitrogen atoms of Zi - Z2 are optionally subkuted by alkyI, alkoxy, 
thioalkyi, alkylsulfone, aryl. alkoxyalkyi, alkyl^ino, heteroaryl, 
hydroxy, alkenyl, alkynyl, carboxyalkyi, halogefi^ haloalky or 
acylamino; 

is an integer 0, 1 or 2; 

R<= is selected from the group consisting of hydrogenX alkyI; halogen, 
hydroxy, nitro, alkoxy, amino, haloalkyi, aryl, heteroak alkoxyalkyi, 
aminoalkyi, hydroxyalkyl, thioalkyi, alkylamino, arylamfbo, 
alkylsulfonylamino, acyl, acylamino, sulfonyl, sulfonamide, allyl, 
alkenyl, methylenedioxy, ethylenedioxy, alkynyl, alkynyld|kyl. 
carboxy, alkoxycarbonyl, carboxamido, cyano, and -(CH2)S^OR 
wherein n is 0-2 and R is selected from hydroxy, alkoxy, alk>land 
amino; 
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15 



X is selected from the group consisting of -0-, CO, SO2, NR'" and 
(CHRP)n\/herein and R"" are H or alkyl, n is 0-2; 

R" is X3 - R'Nwherein X3 is selected from the group consisting of O, S 
and NR' wher^ R^ and R' are independently selected from the 
group consisting^f H, alkyl. acyl, aryl, aralkyi and alkoxyalkyi; and 



The ring A-B , 
consisting of 



is selected from the group 




all optionally substituted and bonded to X and Zi at any position; 



and pharmaceutically acceptable salts, isomeras^ enantiomers, 
tautomers, racemates and polymorphs thereof. 
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A compiind according to Claim 1 wherein 
from the gtoup consisting of 



R' 



is selected 



B3 



Za 



B4 



wherein Z. is H, alkyi.Voxy, hydroxy, amine, alMamine, dralky^ 
amine, oarbox^. alkoxArbonyl. hydroxyalkyl, halogen or haloalkyi 
and R' is H. alkyi, alkoxy\yl, aoyl. haloalkyi or alkoxyoarbonyi, and 
pham,aceutically aooeptabLalts, isomers, enantiomers. tautomers, 
racemates and polymorphs IKfereof. 



,0' 



A compound according to claim 1 wl\ereln 
from the group consisting of 



is selected 
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B = NH, NMe, O. S B O, S B = N, CH B = NH, O. S 





H 




X5 



B = CH2. O, CO, S, CF2, SO2, NR 
R'^OR. OH, H, Me n = 1 or 2 



H 




OCT 



H H 




B = NH,0,S 



B = N, CH 
R = H, Me 





X = oAnR.S02,CF2 X = CH2^0,S,NR, SO2NR 



B = CH2, 0, CO, S, CF2, 



SO2, CONR 



R' = OR. OH, Me 



Wherein X4 and X5 are selected fbm the group consisting of H, alkyi, 
branched alkyI, alkylamino, alkoxklkylamino, haloaikyi, thioalkyi, 
halogen, amino, alkoxy, aryloxy, aLxyalkyI, hydroxy, cyano, 
acylaminomethyl, methoxy, amine, Lthylamine, trifluoromethyl, 
dimethyl-amine, hydroxy, chloro, brortjio, fluoro and cyano; 
Xe is H, alkyl. hydroxy, halogen, alkoxLnd haloaikyi; the pyridyl ring 
can be fused with a 4 - 8 membered rinV optionally saturated or 
unsaturated, and pharmaceutically acceptable salts, isomers, 
enantiomers, tautomers, racemates and pWmorphs thereof. 



15 



A compound according to claim 1 wherein wfbn Z^ is CO or SO2, 
and the linkage A'-Zg is a heterocycle derivedVng system selected 
from the group consisting of pyridine, imidazole thiazole, oxazole, 
benzimidazole, and imidazopyridlne, and pharmdceutically 
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acceptable salts, isomers, enantiomers, tautomers, racemates and 
polymorphs thereof. 

5. A compound according to claim 4 wherein the heterocycle derived 
5 ring systems for A^-Z2 are selected from the group consisting of: 



a) 



B = NH, O, S 
R = H, Me 



B = NH, O, S 
R = H, Me 



B = NH, O, S 
R = H. Me 



B = N. 
R = H, 



B = NH,0, S 
R = H, Me 



B = N, CH 
R = H, Me 



10 



15 




^B 

B = NH, O, S 
R = H, Me 



B = NH, O, S 
R = H, Me 



B = N, CH 
R = H, Me 



and pharmaceutically acceptable salfe, isomers, enantiomers, 
tautomers. racemates and polymorplisViereof. 

6. A compound according to Claim 1 whereirk the ring A-B 



is a tetrahydronaplithalene 




and Zi is S, and pharmaceuticall^acceptable salts, 
isomers, enantiomers, tautomers, racemates and polj^orphs 
thereof. 
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R' 






H 



X5 



B = € H2. O. CO. S, CF2, SO2. NR 
R' = S)R, OH, H, Me n = 1 or 2 





B = NH. O, S 



B = N, OH 
H 



^ B = NH, O, S D - 



B = NH, O. S 



B = N,CH 
R = H, Me 



H 




H 




X = 0, S, NR, SO2, CF2 



X = CH2, O, S, NR, 
SO2, CONR 




B = GH2, O, CO, S, CF2, 

SO2, NR 

R' = OR, OH, Me 



and pharmaceutically acceptable salts, isomers, enantiomers, 
tautomers, racemates and polymorphs thereof. 

A compound according to claim 1, wherein 




a"" is selected from the group consistinaof 
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B = CHg, O, CO, S, CF2, SO2, NR 
R' = OR. OH. H. Me n = 1 or 2 



RHhr^B 
B = NH, O.S 



H H 



B = N, CH 
R = H, Me 



t = O, S, NR, SO2, CFa X = CH2, O, S, NR, 
SO2, CONR 




N NH 
H / 



6^^ 



B = CH2, O, CO, S, CF2, 

SO2. NR 

R' = OR, OH, Me 



and pharmaceuticaliV acceptable salts, isomers, enantiomers, 
tautomers, racematesVnd polymorphs thereof. 

A compound according t\claim 1 selected from the group consisting 
of: 

[2,2-dimethyl-3-oxo-8-[3-(pyiyin-2-ylamino)propoxy]-2,3-dihydro-1 ,4- 
benzoxazepin-4(5H)-yl]acetic 

1.2.3.4- tetrahydro-6-[3-(2-pyridftgylamino)propoxy-2-isoquinoline- 
propanoic acid; 

{5-[3-(pyridin-2-ylamino)propoxy]-1^-indol-1 -yl}acetic acid; 

2.3- dihydro-5-[3-(2-pyridinylamino)ptopoxy]-1H-indene-2-ace acid; 
2, 3, 4, 5-tetrahydro-5-oxo-8-[3-(2-py\dinylamino)propoxy]-1,4-benz- 
oxazepine-4-acetic acid; 

2.3.4.5- tetrahydro-8-[3-(2-pyridinylamincJS[propoxy]1,4-benzoazepine- 
4-acetic acid; 

1 ,2,3,4-tetrahydro-1 -oxo-6-[3-(2-tetrahydro^yrimidinyl)amino]- 
propoxy]-2-isoquinolineacetic acid; 

3.4- dihydro-7-[3-(2-pyridinylamino)propoxy]-2\H-1-benzopyran-3- 
acetic acid; 

(6-{[3-(pyridin-2-ylamino)propyl]thio}-1,2,3,4-tetr^ydronaphthalen-2- 
yl)acetic acid; 
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15. 



^1.2,3,4-tetrahydro-6-[2-(5.6,7,8-tetrahydro-1,8-naphthyridyl)-amino- 
Jj,yloxy]2-naphthaleneacetic acid, and pharmaceutically acceptable 
saite, isomers, enantiomers. tautomers, racemates and polymorphs 
thereof. 

A phar\ceutical composition comprising a therapeutically effective 
amount cL compound of Claims 1-9 and a pharmaceutically 
acceptableVrrier. 

A method for tilting conditions mediated by theavPa integrin in a 
mammal in neeAf such treatment comprising administering an 
effective avPa inhi tog amount of a cornpound of Claims 1 -9. 

The method according Claim 1 1 wherein the condition treated is 
selected from the grou^onsisting of tumor metastasis, tumor 
growth, solid tumor groX angiogenesis, osteoporosis, humoral 
hypercalcemia of maligna^y, smooth muscle cell migration, 
restenosis, atheroscelorosi^macular degeneration, retinopathy, and 

arthritis. 

A method for treating condition^ediated by the avPs integrin in a 
mammal in need of such treatment comprising administering an 
effective avPs inhibiting amount of Lompound of Claims 1-9. 

The method according to Claim 13 wiLein the condition treated is 
selected from the group consisting of tuUr metastasis, tumor 
growth, solid tumor growth, angiogenesiL)steoporosis, humoral 
hypercalcemia of malignancy, smooth muLle cell migration, 
restenosis, atheroscelorosis, macular degeyation, retinopathy, and 
arthritis. 

A method of treating neoplasia in a patient in i^ed thereof 
comprising administering a compound of ClaimY-9 in combination 
with a chemotherapeutic agent. 
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A compound oKCIaims 1-9 that selectively antagonizes the avPs and 
the avPs integrins\ver the avPe integrin. 
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